have worked to extend the predictive performance of a postoperative nomogram, a tool which predicted the probability that a man's prostate cancer would progress following surgery. Paris et al. extended the performance of the tool by adding genomic markers as additional prognostic factors. A particularly attractive aspect of the Paris et al. study is the recognition of the complexity involved in demonstrating new marker value. Most new marker evaluation studies fail to appreciate how a new marker should be evaluated. Clearly, this evaluation must occur before the translational implication of the marker work can be assessed.
In 1999, Kattan et al. first published on the postoperative nomogram tool (2) . The tool used postoperative information and predicted a 7-year end point (see Fig. 1 ). By Cox proportional hazards regression analysis, they modeled the clinical and pathologic data and disease follow-up for 996 men with clinical stage T 1a to T 3c N X M 0 prostate cancer that were treated with radical prostatectomy by a single surgeon at our institution. The predictors included pretreatment serum prostate-specific antigen level, specimen Gleason sum, prostatic capsular invasion, surgical margin status, seminal vesicle invasion, and lymph node status. The outcome predicted was defined as either clinical evidence of disease recurrence, a rising serum prostatespecific antigen level (two measurements of 0.4 ng/mL or greater and rising), or initiation of adjuvant therapy.
The original tool has been tested in a variety of settings with generally good performance characteristics. A tool like this has a few different uses. First, it serves a role in patient counseling when the patient wants to know his prognosis. Nomograms are typically more accurate than other approaches which might be easier to use, such as risk group assignment or tables of probabilities. Second, the tool can be used for identifying patients who are in need of an adjuvant therapy. Although the nomogram does not predict the success of the adjuvant therapy, it at least predicts how well the absence of adjuvant therapy is likely to perform. Third, patients at high risk could be identified for possible eligibility in clinical trials. Clinical trials should generally be restricted to the patients at highest risk for reasons of ethics and clinical trial efficiency, and nomograms, through accurate risk assessment, are attractive for this purpose.
However, the postoperative nomogram does not predict perfectly and needs improvement. Stephenson et al. enhanced the tool in several ways (4). They extended the predictions to 10 years after radical prostatectomy and have enabled the nomogram predictions to be adjusted for the disease-free interval that a patient has maintained after radical prostatectomy. Cox regression analysis was used to model 1,881 patients that underwent radical prostatectomy for clinically localized prostate cancer by two high-volume surgeons. The model was externally validated on two independent cohorts of 1,782 patients and 1,357 patients, respectively. The end point predicted was a rising prostate-specific antigen level, clinical progression, radiotherapy more than 12 months postoperatively, or initiation of systemic therapy. The concordance index of the nomogram, when applied to the independent validation sets, was 0.81 and 0.79. However, it is not clear whether the enhanced tool offers improvement in predictive accuracy. Kattan et al. examined whether adding surgeon experience (i.e., the number of cases performed by the surgeon prior to the current case) improved the predictive accuracy of the postoperative nomogram (5). As measured by the concordance index, they found that inclusion of surgeon experience had little effect on the predictive accuracy of the postoperative nomogram. It has been argued that a change in the concordance index is not very sensitive to an improvement in prediction accuracy (6) , but a mere examination of the effect on predictions reveals that accommodating surgeon experience in the predicted probability has negligible results. The predictions with and without surgeon experience were very similar.
It is very attractive to evaluate a new marker by comparing predictions and predictive accuracy from models that lack and contain a novel marker. Incremental predictive accuracy is a more direct evaluation of the benefit of a new marker, more interpretable than a P value or hazard ratio. There are several reasons for this belief (7) . First, an individual patient's optimal prediction, generally, will come from a multivariable model. Almost never would a single marker, absent any modeling, be ideal for prediction. If a model of markers provides the most accurate prediction, models of markers should be evaluated. Second, the P value tests whether the association with the marker is 0, which is not testing the question of direct interest: whether a new marker improves predictive ability. These are different questions (8) . Third, when examining the P value for a novel marker, this value may depend on the other variables in the multivariable model. For example, the use of cutoffs or transforms for the established marker could affect the P value of the new marker. A comparison of the best models with and without a marker of interest provides a more objective alternative because the emphasis is shifted to the predictive accuracies of the models; the modeling should be used that provides the most accurate predictions, an objective goal.
This concept is to compare the predictive accuracy of the best model one can make which contains the new marker, and compare that with the accuracy of the best model one can make which lacks the new marker. The accuracy comparison should be reflective of what is expected when each model is applied to prospective patients (i.e., using a validation data set or otherwise corrected for optimism).
In the current issue of Clinical Cancer Research (1), Paris et al. examined three versions of a set of biomarkers they call GEMCaP (Genomic Evaluators of Metastatic Prostate Cancer). They found that two of the three versions seemed to improve the concordance index. However, due to sample size concerns, Paris et al. were not able to examine a continuous GEMCaP value added to a continuous nomogram prediction in a fully optimism-corrected manner (e.g., bootstrapped). If future research is able to show this, and that the alteration in predicted probabilities from these types of models is clinically significant, GEMCaP might be a very valuable addition to our ability to predict progression probabilities.
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